Beginning of assisted ventilation LLI 2-5 1 3 4 5 6 Time (days after birth) Fig. 1 . Variations of urinary hEGF levels, expressed as mean values, during the first 7 days of assisted ventilation on two groups of asphyxiated preterm newborns. O = Group A (mechanical ventilation); · = group B (oxygen tent). min Apgar score 7-8). Twelve-hour urine samples were collected every day from birth up to the 7th day of life using a bladder catheter in group A and a sterile bag in group B. Sediment-free urine samples were immediately frozen at -20 °C until analyzed. Quantitative estimation of hEGF was made using a radioimmunological (RIA) method Also blood urea nitrogen levels were assessed using an enzymatic method (Ektachem assay). Urinary hEGF levels were normalized to creatinine excretion, in order to reduce the intra-and intervariability, as suggested elsewhere [9] . In the course of treatment, urinary hEGF excretion progressively decreased in group A, while it gradually increased in group B. After the first day of assisted ventilation, the mean values of hEGF in groups A and B were 4.44 ± 2.94 and 3.92 ± 2.44 µg/mmol creatinine respectively (39.3 ± 26.0 and 34.7 ± 21.6 µg/gcreatinine). On the 5th day of therapy, the mean values were 2.67 ± 0.84 µg/mmol creatinine in group A (23.7 ± 7.4 µg/g creatinine) and 6.25 ± 1.82 µg/mmol creatinine in group B (55.3 ± 16.1 µg/g creatinine). Finally, on the 7th day the mean values in groups A and B were 0.77 ± 0.03 and 6.83 ± 3.40 µg/mmol creatinine (6.9 ± 0.4 and 60.4 ± 30.1 µg/g creatinine). The Mann-Whitney test was used for the statistical comparison: significant differences were found between findings in the two groups from the 5th day up to the 7th day of therapy (p < 0.05). After the first day of life, the mean values of blood urea nitrogen were 2.61 mmol/l (15.7 mg/dl) in group A and 4.81 mmol/l (29 mg/dl) in group B. No statistically significant difference was found between blood urea nitrogen values of the two groups up to the 7th day of treatment. Figure 1 shows mean urinary hEGF levels in both groups over the first week of life. hEGF is one of the most important known proximal tubule cell mitogens, and the kidney seems to play an active role in its urinary excretion [10] . It has been reported that in healthy full-term infants urinary hEGF excretion progressively increases in the first week of life while in healthy preterm babies it appears stable [11] . These observations support the hypothesis that urinary variations in hEGF are closely related to tubular renal function. In our study, the group of neonates with endotracheal intubation (group A) had significantly lower urinary hEGF levels than the nonintubated group (group B). It is therefore reasonable to assume that RDS and its treatment may influence the biological production of hEGF by tubular cells. It is, in fact, well
